Lower urinary tract symptoms suggestive of benign prostatic hyperplasia (LUTS/BPH) are prevalent and increase with aging. Epidemiological studies have shown that approximately 40 % of men aged C50 years have bothersome LUTS/BPH [1] . It is therefore not surprising that LUTS/BPH are positioned at 7th place in the most frequently diagnosed and most costly diseases in men aged C50 years [2] . Healthcare-seeking behavior is triggered by LUTS severity and LUTS phenotypes. Men often consult their doctors when they have severe LUTS or experience urinary urgency or nocturia [1, 3] . LUTS/BPH have a multifactorial etiology and can be caused by the prostate, bladder, urethra, pelvic floor, central or peripheral nervous system, ureters, or even by the kidneys in case of nocturnal polyuria [4] . LUTS can be divided into storage (e.g., urgency, frequency, nocturia), voiding (e.g., hesitancy, poor stream, intermittency), and post-micturition symptoms (post-void dribbling, feeling of incomplete bladder emptying) [5] .
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The majority of guidelines on LUTS/BPH have been established by urologists [4, 6, 7] but can also be-more or less easily-implemented by other medical specialties. Different healthcare systems worldwide have different regulations and defined responsibilities regarding which medical specialty should primarily assess and treat men with LUTS/BPH. While almost three-quarters of men with LUTS/BPH in Germany are diagnosed and treated by urologists [8] , the majority of men in other countries, for example Australia or the UK, are managed by primary-care physicians. Specialized training programs and experience with patients with LUTS/BPH are therefore mandatory for different medical specialties.
Careful assessment helps to identify the underlying pathophysiology of LUTS. Simple patient history or a symptom questionnaire cannot distinguish between LUTS of benign or malignant origin because the type of symptom or symptom severity is nonspecific for the underlying disease. This may limit the widespread assessment and treatment of LUTS by non-urologic professionals because special assessment tools-before treatment initiation-are usually not available in the offices of primary-care physicians (e.g., uroflowmeter, transrectal ultrasound, multichannel urodynamics, urethrocystoscopy). It is therefore crucial to know when nonurologists should transfer their patients to specialized urology care. An expert panel recommended specialized urology support in particular when physicians are in doubt of the origin or benign character of LUTS, in cases of macroscopic hematuria, or in men with absolute indications for prostate surgery [9] .
Adherence to guidelines is crucial for every medical specialty dealing with LUTS/BPH because real-life practice in the USA has shown that doctors who follow guidelines perform significantly less prostate surgery than doctors who do not [10] . Doctors with poor adherence to guidelines will have performed prostate surgery within the first year of diagnosis in 11 % of patients, whereas doctors with good adherence to guidelines operated on only 2 % of their patients (which translates into a 91 % decrease in the adjusted odds of receiving surgery with good vs. poor guideline adherence). Prostate surgery can relieve LUTS, but approximately 20 % of patients have persisting bothersome symptoms [11] . Longitudinal studies in France in men after prostate surgery have shown that approximately 25 % of patients after 1 year and approximately 40 % of patients after 5 years are again using drugs for the treatment of LUTS [12] .
When judging the effects of prostatic surgery versus drugs tested in placebo-controlled trials one has to consider that patients always start with a washout period and placebo run-in phase during which LUTS will already have reduced substantially (usually by 2-4 IPSS [International Prostate Symptom Score] points on average) [4] . When adding this initial LUTS (IPSS) reduction to the effects of the treatment period, a 1 -adrenoceptor antagonists (ablockers) almost equally reduce LUTS compared to surgery. For example, the new a-blocker silodosin has shown an average LUTS reduction of 7 IPSS points in 12-week phase III trials, but this reduction has been approximately 9-11 IPSS points when comparing LUTS at study start with LUTS at study end [13] .
a-Blockers have become the most popular drug class for the treatment of LUTS/BPH over the past 25 years. Primary candidates for a-blocker therapy are men with moderate-to-severe bothersome voiding or voiding ? storage LUTS [4] . The reasons for this first-line treatment choice are obvious [4] : a-blockers can be administered in the majority of patients with LUTS/BPH because the majority of men suffer voiding or voiding ? storage symptoms; a-blockers are already efficacious after some days of treatment; they significantly and substantially reduce LUTS (IPSS) within weeks (decrease in IPSS by 30-40 % on average after placebo run-in and up to 50 % in open-label trials); significantly improve urinary flow rate within hours (by 20-25 %); significantly improve health-related quality of life; have a long-lasting effect on symptoms, thereby reducing symptomatic disease progression; and work independently of the patient's age, prostate volume, and initial symptom severity. However, ablockers cannot prevent (acute) urinary retention or need for prostatec surgery in long-term studies, especially in patients with enlarged prostates at baseline ([40 cc) [14] .
All a-blockers used in Europe have proven efficacy in reducing LUTS/BPH in randomized short-term (B3 months) and long-term trials (C12 months) [4] . Additionally, all a-blockers are equally effective despite differences in a 1 -adrenoceptor subtype inhibition. However, the adverse event profiles of the commonly used a-blockers in Europe are substantially different. Therefore, patients have to be carefully evaluated first (including the analysis of currently used prescriptions and over the counter drugs), the a-blocker should be chosen according to existing co-morbidities, and patients should be counselled with regard to the expected adverse event profile. Important limitations of individual a-blockers are treatment-related cardiovascular, sexual, and ocular adverse events.
Orthostatic hypotension, dizziness, and asthenia are a great concern for many a-blockers, especially for those that are nonspecific for a 1A -, a 1B -, and a 1D -adrenoceptor subtypes and administered as immediate-release formulations [15] . a 1B -Adrenoceptors are primarily found in blood vessels and inhibition of these receptors by nonspecific a 1 -blockers are most likely responsible for a decrease in blood pressure during treatment. a-Blockers as a class have originally been developed for the treatment of arterial hypertension. Doxazosin and terazosin are nonspecific for a 1 -adrenoceptor subtypes and lower blood pressure significantly, especially upon treatment initiation (''first dose hypotension''); consequently, these a-blockers have to be dose-titrated when immediate-release formulations are used. The extendedrelease gastro-intestinal therapeutic system (GITS) formulations of doxazosin and alfuzosin have a better tolerability profile but still lower blood pressure significantly [16] . In contrast, tamsulosin has a rather high selectivity for a 1A -adrenoceptors and reduces blood pressure less frequently and in a less pronounced way. Nevertheless, in a recently published study even tamsulosin had significantly higher rates of severe hypotension requiring hospital admissions during the first two treatment months when compared to 5a-reductase inhibitors, a drug class without relevant effects on blood pressure [17] . The hazard ratio for severe hypotension was 2.12 (95 % CI 1.29-3.04) for the first month and 1.51 (95 % CI 1.04-2.18) for the second month. In contrast, the new a-blocker silodosin is highly specific for a 1A -adrenoceptors and does not significantly affect blood pressure, as shown in phase III trials [13] . This is a clear advantage for the treatment of male LUTS especially for men who are sensitive to a decrease in blood pressure as the prescribing physician or the patient does not need to dose-titrate or take precautions against undesired cardiovascular adverse events.
a-Blockers in general do not have adverse effects on libido or erectile function but may have effects on ejaculation [15] . It was long believed that ejaculation disorders (reduced semen volume or dry ejaculation) were caused by retrograde ejaculation but recent studies have demonstrated that a-blockers cause (relative) anejaculation as no semen or sperm cells were detected in the bladder after ejaculation [18] . Of all available a-blockers and formulations, only tamsulosin and silodosin have consistently shown increased rates of anejaculation, which can occur in up to 28 % of patients treated with silodosin 8 mg once daily [13, 15] . However, post hoc analyses with silodosin have demonstrated that anejaculation was often associated with a more pronounced LUTS reduction and high treatment persistence [19] . Anejaculation is no special threat and reversible but the patient needs to be counselled accordingly.
Although a-blockers have been thoroughly investigated in long-term trials and used for many years in clinical practice, ocular adverse events first became evident in 2005 when three phenomena were observed during cataract surgery in tamsulosin users: (1) a floppy iris that flutters S4 and billows according to normal intraoperative fluid movements, (2) prolapse of iris tissue with surgical incisions, and (3) progressive intraoperative miosis despite standard preoperative pupil dilation. This triad is now known as the ''intraoperative floppy iris syndrome,'' or IFIS, but, since it was first mentioned, has been described for almost all a-blockers for the treatment of LUTS or arterial hypertension (including prazosin, indoramin, and labetalol) and, interestingly, also for drugs with partial aadrenoceptor blocking abilities (e.g., antipsychotics, antidepressants, benzodiazepines, serenoa repens [saw palmetto]) or even finasteride [15] . IFIS can occur in one eye only, may be incomplete (appearance of only one or two phenomena of the triad), and can be seen in both men and women. It is assumed that IFIS is irreversible. Preliminary results in experimental animals suggest that IFIS results from pharmacologic inhibition of the smooth musculature of the iris and smooth muscle atrophy due to drug accumulation in the pigment of the iris. Although IFIS is not life threatening, precautions should be taken in patients who are scheduled for cataract surgery, such as delaying ablocker use, prescribing PDE5-inhibitors instead of ablockers (for an overview see Ü ckert and Oelke [20] ), and having only experienced ophthalmologists performing cataract surgery (for an overview and recommendations see the American Academy of Ophthalmology [15] ). In contrast to reports on IFIS after the intake of the above-mentioned a-blockers, no reports have yet been published on IFIS in patients with silodosin. It remains to be determined whether this reflects the absence of this particular adverse event or the late introduction of this drug into the market with fewer patients exposed to silodosin.
In the context of clinical practice, guidelines, and ablockers as first-line treatment of LUTS/BPH I am happy to present this supplement issue of Clinical Drug Investigation. The first article is dedicated to primary-care physicians' patterns of practice assessment of men with LUTS/ BPH in Portugal [21] . This article adds valuable information regarding the characteristics of men who seek medical help for LUTS, to the diagnostic approach, and on factors that trigger referrals to urologists. It is evident that assessment of LUTS/BPH does not differ much in primary care compared to in specialized urology care. I am pleased to read that primary-care physicians tend to seek urology support when patients have severe LUTS (IPSS C20), large prostate glands, voiding symptoms suggestive of benign prostatic obstruction, and insufficient treatment response during initial therapy, and when physicians have little experience with LUTS/BPH patients. The common assessment practices in Portugal therefore appear to be compatible with the recommendations formulated by urologists in 2012, who defined the circumstances under which patients should be referred for specialized care [9] .
The second article deals with the first-line treatment of male LUTS, the a-blockers [22] . This drug class is especially attractive for primary care and especially when there are no absolute indications for prostate surgery. Julio Fonseca and Carlos Martins da Silva clearly and nicely list the characteristics, advantages, and disadvantages of all available a-blockers in Europe. Therefore, this review article will be beneficial for all professionals who are involved in the treatment of male LUTS. There is a particular focus on the new a-blocker silodosin, which has been shown to have advantages over other a-blockers, especially when hypotension, dizziness, asthenia, or IFIS are consideration in the treatment of LUTS/BPH.
